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DETAILED ACTION 

1 . Claims 1-20 are pending in the application received February 18, 2005; receipt of 
a Preliminary Amendment filed February 18, 2005 is acknowledged. Applicants' 
preliminary amendment of claims and abstract are entered into the record, hence claim 
17 is cancelled and claim(s) 1-16 and 18-20 are presently pending and examined on 
their merits, herein. 

Foreign Priority 

2. Applicants' claim to foreign priority under 35 U.S.C. 1 19(a)-(d) is acknowledged; 
a certified copy filed on February 18, 2005 is entered. 

Information Disclosure Statements 

3. Acknowledgement of receipt of an information disclosure statement filed by 
applicants on April 27, 2005; disclosure entered into the record and examiner 
considered references. 

Claim Objections 

4. Claim 15 is objected to because of the following informalities: brackets should be 
changed to parentheses and the term "INN:" should be dropped. Appropriate correction 
is required. 
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Claim Rejections - 35 USC §112 

5. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 19 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The term "ciclesonide" in claim 19 is a relative term, which renders the claim 
indefinite. The phrase "mixing ratio with ciclesonide" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one 
of ordinary skill in the art would not be reasonably apprised of the scope of the 
invention. Applicants' claim is to a pharmaceutical composition of an antihistamine and 
ciclesonide, wherein an epimer of ciclesonide may be utilized (claim 1); because 
ciclesonide has a chiral carbon, both an R-epimer and an S-epimer could exist as well 
as a racemate mixture of the two epimers. Since Applicants' specification fails to teach 
whether the term "ciclesonide" refers to the R-epimer, S-epimer or the racemic mixture 
of both epimers, one of ordinary skill in the art cannot ascertain how to determine what 
a mixing ratio with ciclesonide encompasses and thus is indefinite. 



Application/Control Number: 10/524,821 



Page 4 



Art Unit: 4133 



Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 

claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 

various claims was commonly owned at the time any inventions covered therein were 

made absent any evidence to the contrary. Applicant is advised of the obligation under 

37 CFR 1 .56 to point out the inventor and invention dates of each claim that was not 

commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 
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Claims 1-16 and 18-20 are rejected under 35 U.S.C. 103(a) as being obvious over 
Nagano et al. (US Patent 6,767,901 as cited in applicants' IDS from April 27, 2005) in 
view of Nishibe et al. (US Patent Application Publication US 2003/0008019 as cited in 
applicants' IDS from April 27, 2005). 

The applied reference (Nagano et al.) has a common assignee with the instant 
application. Based upon the earlier effective U.S. filing date of the reference, it 
constitutes prior art only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) 
might be overcome by: (1) a showing under 37 CFR 1.132 that any invention disclosed 
but not claimed in the reference was derived from the inventor of this application and is 
thus not an invention "by another"; (2) a showing of a date of invention for the claimed 
subject matter of the application which corresponds to subject matter disclosed but not 
claimed in the reference, prior to the effective U.S. filing date of the reference under 37 
CFR 1.131; or (3) an oath or declaration under 37 CFR 1.130 stating that the application 
and reference are currently owned by the same party and that the inventor named in the 
application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
in accordance with 37 CFR 1.321(c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 

Instant claims 1-16 and 19 are drawn to a pharmaceutical composition 
comprising a combination— A) at least one antihistamine and B) ciclesonide (claim 1), 
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that is further limited to an aqueous solution further comprising one or more water- 
insoluble and/or water-low soluble substances, wherein the pharmaceutical composition 
has an osmotic pressure of less than 290 mOsm or less (claim 2); which is further 
limited by claims 3-6 that define the osmotic pressure of the aqueous solution as £150 
mOsm, <60 mOsm, <40 mOsm or <20 mOsm; claim 7 adds an osmotic pressure 
controlling agent; claims 8-10 define the water-insoluble or water low-soluble 
component as cellulose — microcrystalline, which is in suspension with the water-soluble 
polymer (claim 1 1 ), which is further limited to carboxymethyl cellulose sodium (claim 
12); and further comprises a surfactant or wetting agent (claim 13) for application to the 
mucosa (claim 14). The antihistamine(s) of the pharmaceutical composition of claim 1 
is/are defined by a Markush group (claim 15), and restricted to either azelastine or 
levocabstine (claim 16); and finally, the epimer of ciclesonide is present in any mixing 
ratio with ciclesonide (claim 19). 

Instant claims 18 and 20 are drawn to a method for the treatment of allergic 
rhinitis or allergic conjunctivitis comprising administration of a therapeutically effective 
amount of A) at least one antihistamine and B) ciclesonide in a mammal (claim 18), and 
further when the mammal is a human (claim 20). 

Nagano et al. teaches a pharmaceutical composition of ciclesonide for 
application to the mucosa that possesses greater mucosal retention (i.e., reduced drug 
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clearance) of ciclesonide at low osmotic pressures (see col. 3, lines 12-21 ). Nagano et 

al. further teaches and claims, 

"An aqueous pharmaceutical composition for application to mucosa, comprising one or 
more water-insoluble and/or water-low soluble substance and ciclesonide, and having an 
osmotic pressure of 1 50 mOsm or less," (see claim 1 ). 

Additional claims 2-4 further limit the osmotic pressure of Nagano et al. to less than or 
equal to: 60 mOsm (claim 2), 30 mOsm (claim 3), or 10 mOsm (claim 4). The Nagano 
et al. composition further comprises an osmotic pressure-controlling agent (claims 5-9), 
water insoluble or water-low soluble substance is a cellulose (claim 10), which is further 
limited to a crystalline cellulose (claim 1 1 ); and that the water insoluble or water-low 
soluble substance is present as solid particles in an aqueous medium (claim 12) which 
may further comprise a water soluble polymer substance (claim 14) that may be 
selected as one or more from a Markush group which includes methyl cellulose and 
carboxymethyl cellulose sodium (claim 15), that is further limited to carboxymethyl 
cellulose sodium (claim 16), and further limited to crystalline carboxymethyl cellulose 
sodium (claim 19). This pharmaceutical composition further comprises also -16), a 
surfactant (claims 20-22) and may be applied to the nasal mucosa (claim 23). Nagano 
et al. does not teach the combination of ciclesonide with that of an antihistamine. 

Nishibe et al. teaches a pharmaceutical composition for application to mucosa, 
whereby the osmotic pressure of the composition and a hemostatic agent promote 
increased mucosal absorption and bioavailability of a medicament (see abstract). One 
embodiment of the Nishibe et al. pharmaceutical composition comprises an aqueous 
solution, one or more hemostatic agent, one or more water-insoluble or water-low 
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soluble substance, one or more medicament, and an osmotic pressure of less than 290 
mOsm (1f16). Nishibe et al. further teaches agents used for treating allergies, including 
the following: azelastine hydrochloride, terfenadine, astemizole, emedastine fumarate, 
epinastine hydrochloride, as well as, steroids used in the treatment of rhinitis and 
asthma (see col. 3, jf22, in its entirety). Further, Nishibe et al. teaches the essential 
components necessary to change the osmotic pressure of the pharmaceutical 
composition as well as the resulting effect on drug bioavailability (see col. 3, U 23-1J30 
and col. 3-8, Tables 1 to 8), 

"In particular, when osmotic pressure is as low as 5 mOsm (composition No. 29) or 7 mOsm 
(composition No. 33), residual ratio in the nasal cavity is very high at about 50%. The result 
indicates that a drug, that permeates into the blood after a single administration of the drug, stays 
at the mucosa without permeating into the blood when coadministered with a hemostatic agent, 
and thereby the usefulness of the present invention has been shown for the drugs of which 
efficacy depends on the amount of the drug and on the time of retention at the local mucosa 
which may lead to side effects. Furthermore, it has been shown that the amount remaining in the 
mucosa is greater for the pharmaceutical preparations having low osmotic pressure for which the 
amount permeated to the blood is greater, and therefore the usefulness of the present invention 
becomes even greater when the pharmaceutical preparation has a low osmotic pressure," (see 
col. 9, 1f55). 



A preferred combination of water-soluble polymer and water-insoluble or water-low 
soluble substance for the Nishibe et al. pharmaceutical composition is a mixture of 
carboxymethyl cellulose sodium and crystalline cellulose (see 26, col. 3, lines 65-67 
and spanning to lines 1-3). 



Thus, the pharmaceutical composition found in Nishibe et al. for mucosa administration 
of medicaments comprises anti-allergy medicaments, of which the drug classes 
(antihistamines and steroids) are included and claimed (see col. 9, claim 29). 
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Both Nagano et al. and Nishibe et al. teach aqueous pharmaceutical 
compositions which are applied to mucosa using solutions possessing different osmotic 
pressures (mOsm) resulting in an improved bioavailability of medicaments. The 
pharmaceutical composition of Nagano et al. discloses that the steroid, ciclesonide, is 
absorbed by the mucosa and retained locally thus limiting its harmful systemic effects 
and instead, increasing its pharmacological effectiveness. Nishibe et al. teaches that 
aqueous solutions with low osmotic pressure are beneficial for agents that are applied 
to the mucosa, such as those agents used for the treatment of allergies. Included 
among the anti-allergy agents are antihistamine drugs, such as, azelastine 
hydrochloride, terfenadine, epinastine hydrochloride, emedastine fumarate, and 
astemizole as well as steroids (i.e., beclomethasone dipropionate, fluticasone 
propionate, flunisolide and mometasone) which are used in the treatment of rhinitis 
(allergic) and asthma (22 nd % in its entirety), however this list of steroids does not 
include ciclesonide. Because the aqueous solution composition containing ciclesonide, 
taught by Nagano et al., demonstrated (1) limited systemic effects, (2) improved 
bioavailability and (3) increased pharmacological effectiveness when the aqueous 
solution had a low osmotic pressure, it would have been prima facie obvious, to one of 
ordinary skill in the art, to substitute ciclesonide for one of the steroids taught by Nishibe 
et al. in order to formulate a combination drug for treatment of allergy symptoms and 
asthma with lower risk of systemic side effects, improved bioavailability and increased 
pharmacological effectiveness. 
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Applicants' claims 9 and 12 drawn to use of the water-insoluble polymer 
microcrystalline cellulose is an obvious variant of the crystalline cellulose described in 
the pharmaceutical composition of Nishibe et al. and thus deemed merely a matter of 
judicious selection and routine optimization which is well within the purview of the skilled 
artisan. Accordingly, this type of modification would have been well within the purview 
of the skilled artisan and no more than an effort to optimize results. 

Conclusion 

In conclusion, no claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Richard A. Houghtling, Ph.D. whose telephone number 
is 571-272-9334. The examiner can normally be reached Monday to Thursday from 
8:00 am - 5:00 pm. The examiner can also be reached on alternate Fridays (9 am - 
Noon). 

The Group 1600 fax phone number where this application or proceeding is 
assigned is 571-273-8300. Any inquiry of a general nature or relating to the status of 
this application or proceeding should be directed to the Tech Center representative 
whose telephone number is (571)-272-1600. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
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published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker, can be reached on 571-272-0911. 





Richard A. Houghtling, Ph.D. 



JEFFREY STUCKER 
SUPERVISORY PATENT EXAMINER 



